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(54)Title: METHOD FOR DUGNOSING BONE DYSBOLISM 



(57) Abstract 

A method for diagnosing bone dysbolism, in particular osteoporisis and joint diseases characterized by measuring the concentration of 
osteoclastogenesis inhibitory Actors (OCIFs) in the bodily fluid; a monoclonal antibody equally recognizing monomeric and dimeric OCIFs; 
a monoclonal antibody selectively recognizing the dimeric OCIF alone; and OCIF assay kits which contain the monoclonal antibodies of the 
above two types, recognizing different epitopes of OCIFs, and having a high affinity and a dissociation constant with an antigen of 2 x 10 ' 
M or below. The above antibodies and kits are useful in diagnosing bone dysbolism, in particular, osteoporosis and joint diseases or 
analytical reagents for laboratory use, etc. 



BEST AVAILABLE COPY 



PCT{ 








AE 




ES 


y.^^> 


L I 




SG 




AL 




F I 




LK 




S I 




AM 




FR 




LR 


y-4yr 


SK 




AT 




GA 




LS 




S L 




AU 




GB 


-m 


LT 


y h7:::7 


SN 




A2 




GD 




LU 




SZ 




BA 




CE 




LV 




TD 




BB 




GH 




MC 




TG 




BE 




GM 




MD 




T J 




BF 




GN 




MG 




TM 




BG 




GW 




MK 




TR 




B J 




GR 








TT 




BR 




HR 




ML 


•ry 


UA 




BY 




HU 




MN 




UG 




CA 




I D 




MR 


*-y ^^-7 


US 




CF 




T E 




MW 




UZ 




CG 




I L 




MX 




VN 




CH 




I N 




NE 




YU 




C I 




I S 




NL 




ZA 




CM 




1 T 




NO 




ZW 




CN 




J P 




NZ 








CU 




KE 




PL 


iK-7>K 






CY 




KG 




PT 








CZ 




KP 




RO 








DE 


My 


KR 


nm 


RU 


DV7 






DK 




KZ 


iJii'yy^^i^ 


SD 








EE 




LC 




SE 









wo 99/15691 PCT/JP98/03421 



m m M 

mmiz^'ox^i^.^tiif. ^(Dmmtm^xh^o m,tEnt>nx\,^6n^m&o 

tmU^tbX{t. #©Xmt^ (MDj£) . DP A (Dual photon absorptiomet 
ry) ^ DEXA (Dual Energy X-ray Absorptiometry) > C XD(Coinputed X- 

ray Densitometry) S:«^?Sjg^^^(C^<S'^g^6^'tmi!l^^EC J:^. # 
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(PTH) > ^ttMt"3^$ >D3 . Jta**;i/'>h->^i:i:') . X#K;i»IlIEc^-?T 

^-y^^^^^ b'lji^yuv. J ^)y^ j^>ry 1 :/aa-7-y> 

:^^Hg^^>(i, h Y\i^%mmmmmm-m (atcc ccli86)©^«^^4'(5?k# 

MJ^fi^??M@-^^ (osteoclastogenesis inhibitory factor. OCIF) ti^W^-t^ 
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3 

-^>:rc^)fi5tr:bL. C I F(rOCIF) ^ffll^/iin vitroSO'in 

vivo m^mm^mbXs ^ftm^mmtbr^^^mn^mmbtzm 96/262 

i^m^m^bm^Zt^mmbfzo enjoin vivo^il^SLT. OCIFIi 

fzo !E{w. $^!^#t>{i. i&«g[lMJ!&(::*?l^TOC I F(i^i^i*1il20 kDa ©-t^* 

ftT^^fi*^ 60kDa©^y v-SOC I F izt^;^ z. t^mmbfzo ^^{c, h h 
mm^1StmutZ(Dm^^'f<D0C I FCD^?^E*■<iflE^nT^.^6J:^{r (Tsuda 
et al. : Biochein. Biophys. Res. Commun. 234. 137-142 (1997)) . t h^-^t; 

mnm<^{^mii:Ui. z0m^^:^(DociF0^tEt<fm^ti^o ^^-ox. 

OC I Ffi<mb\^^^itm'?--:fJ-ttli)^6tf^bof}^^m^t^i^ir6tzibizit. 

^m^itmmnmmm^(D{^m^<D^ii^'tio^-(f<Doc i F©^iJgfe^v^{i 
m^>f fooc I F^iit<i!i^"r#sfiLi*:nj:^c>*(c^^^y^'v--/i»t^#M6^ 
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Bmomm^mm^^yh ("9-> K^^y5^EL I SA) ^«^U/Co c:©if>F 

i^nmrnm. ^m. mm¥^nFt\.'^fz^mmmmmB^<Dmmm^ooc i f^ 

CtT&^mai^n/co U(±®^^J:<9> CCDIf^ K^r -yf^EL I SAIiJlil^OC I 

mxh^zt^M.^Lfzo ^<eoT$ig^(i. h vm'^mm^m^fm^ (oc i 
mL\^fzwwL^o^m^mm>m^u^^ (oc i f) ommmm 
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J/lOC I F^ry ::7n-:h;l/Jn;(*OfPlS{::itl^^nj:^Sffi6Lll^T'$>eh hOC IFt 
bX{t. WO96/26217-^^|gEii0:^^CtJeoT. b h ffLMa^t^MflS. IMR- 

❖mx.h hoc I F^ffll^-SC t*>-e§-5o itiK^M^m;i t h 0 C I F(i. h 
hoc I F cDNA^^j£(r?^^oTlim^^:5^-C||^3X^. CHO MM> BHK ^ 

iiZX^n^Ztfj^V^^o ^y^-RU^-C^-mOC IFit. Tsuda ibOl^m 
(Biochem. Biophys. Res. Coramun. 234. 137-142 (1997)) Mn^^-^ 

-Oftt)0C. SP-tr7Tn-X. SSi?{fc-tr;l/n7 Tl' SO''JV-XS^5A 
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6 

Jt^OC I FCif^^Dtt 2xlO-^Mig^T) (DVlOC lF^>^^o- 

iMmmmxAmmu^^b. li!im^t£\j^^k^moclFs^-(^-^^l66c - 
(D^oizbxitm^titzWj^^m^^^^'^zBUizmmbx. mm^mi^b. m 

0^XD-vtL/Tli> 0>jx.(ip3/x63-Ag8> p3-Ul > NS-K MPC-IK SP-2/0. FO 

. P3x63 Ag8. mRmmti^i}<m^-x^6o v^^<Dmmtbx{tR- 
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210 tit(Dmf^m<^6o thmomi^^^mt^i^^izii, thB>;>^<^^ 

in vitro Tjfcl^U h h ^ xn--7»^EB't7>r ;UX(C J: 
Miistein'^CD;^^ (Koehler et al., Nature. 256. 495-497. 1975) ii^—l^mz 

EL ISA. :t^7:5^a--^. ^^j^^^j: ^iimei:(*:®^a}C^ 

v~MOC I F^ffll>ywEL I SAT. S%^®Jao<t]g^< iWir-T^Sii*^ 

MJg^T) ^n^\'\t^ iilt© VU K7x-:^EL I SAT{ifflil"e*>o/io BP 
®#CD7>; y K7X-XEL I SAT(±> t/Ll^^@fflfbU/c96'i7 x;l/^ Ay 
7*1/- h (Nunctt) (C/N>r7''; K—r^^^S (50-100 /z l)^ftlX.-e>cSC&*m> 
. m^m^^^. /N'-it^^^y— tf(POD) ^^U/c6LV't7XlgG tJti^c 
^jDx.TI^-^j^Ct:^tT4%\ S^^SW^?^ (50-100 A^D^Jnx-T^^Slsm. 
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8 

7 K7i-XEL I SA(C*)V^T. v-MOC I FSO'^^^^y-^' -7- 

. -eti-enoc I FM (^y7-Moc i F + t^^y-r'7-Moc i f) ^o'^f^ 



wo 99/15691 PCT/JP98/03421 

9 

^> oc I F* (^y-7-+t^^y'r'7-MocIFa) ^ts^^^-r-moc i f 
nmmzmwkir 6trLi^<D^mi. ^j-^-moc iFtt^^^^-^-moc i f 

-MOC I Ffr{i#^-lt-r;^^y>fv-MOC I F©^Ci?^El-^xt:'h-y^ 

I Fso'^j-^^js^-fv-^oc I F^m\^<mm-r^^W'^mnim,wti.x. x 

t'h-:/T'^y v-MOC I FJtO''ts^:J^'rv-M0C I F^^U < llifef ^fJt 
f*:3^a't^^ry'fv-M0C I FCD<?^^#m6tICMa-r^6Lf*:^ffl(.^nii. OC I 

FS&o't^^y-r^-Moc I Fi^-en-enM^-r^c t;&^T'§^i:v>9#i{ 

^fi^CH^f ^01-26 gLi*:^ SilifLi^tLT^yv-SOC I F3ta'tx^^^"7 
:^s:5|Hj0t hoc I F<£:iliJ^-r -5/^^6(0+7 Mi. (i) \ tK^Wtfz.\ty^ 2 

mjL\if^m^irniy--'li<r)^mm-\^ h^\^\m-2^ ViWr-h^. E.o(ii)fteo 

^«yMi. (1) T-^^t^m:iW^it^ntzm\d<.^^. (2) #,lifeft:$n/-cm2 2>^ 
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1 0 

tjti*:. (3) ^mm. (4) sfe^M:fc<i:o'(5) mm^wf)mmv^6m^iM. mm 

. m^iit'^) ^f-lyy. ;}f';xf-l/>, .-K'jyah*l/>, .-Kijxxf-;^ jJ^'UT 
Koy:h— tr\ r;U3-X6 'J >eixb Kay:*— -tf. >^;U:5^-4fl|^. ^ 

mytwtbxiu >r7;i/i/y-;k ^bxm^^W 

7jkbfzh(Dizwi>b-r. %m^mmmzm]^bn^^ox$>tnt. m(Dh<Dx^ 
mmx^^o 

m^mf)<m^'hti^o mmtbx^Jit^i/^—^'^m\<'^m^iM^ m^tb 

TH202^1l\ ^m\tbX2. 2'-Ti^yi^- C3- xf-^UOXf-T'/'j > 
X;U5h^>i?D T>tx'!7AiM(ABTS)> %-r i J ^) f- o- 7xXU>i;T 
4-T ^ yT>5"t ij 3. 3'. 5. 5'- x h 5 ^ f-;U^> i^i^ -t^^-fcr 

y<zu\)ywt. f-yiy^^. i^f^{rT;i/*U7 5i'X7Ti^— tf^fflv^^^^iiS 

WirUT 0- ::l^o7xx;^7:^X7x - 4-^ f^^U*^ >^ U 7 x 'J ^l' U >^ 



wo 99/15691 



PCT/JP98/03421 



1 1 

- V- (^e-D- hf^y i^K) . 4-y^;i''!?>^»; 7x yS-D- 

yWimm'ik. hUXlIigMM. MMM4-^'^^^/cpH/i)^ 6.0-8.0 ©I5ffl 
o cn'^©^^M(rii$^)(rTriton X-100. Tween 20^/c{iBri j350ftn^^-r ^ 

y%WU'^'m\. Kxi/;^iSi^:^^'J'i7^. chaps ©jD#>r;i->^#©sitt^<£' 

• : V-SOCIF 

^2 0(i> IISS^7 0QI-26 t/L<*:tOI-4SLf*{Cj;^ E L I S A©^*|g^-^-ro 

O : '-J-^^ri^^v-MOCIF 

• i^yv-MOCIF 

^3^(±. IIMi5»J8CD#mm^E#S.O'fi#A©Jfll4'OC I F^jg^^^-To 
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1 2 

to 

RA: 

OA: ^B^glliiS 
Tr: ^J'fm 
G: JiMllfF 

W096/26217-^^^EmoOC I F^^ CHOMflS^. EX-CEll 301 ^flfe (JRH 

- (2 'j ^ffll^T37'CT7 B^^«t/Co f#«^n/'c^«^(IO. 1 % 

{i^J'Scfco {wCHAPS (3-[(3-cholaraidopropyl)-difflethylanimonio]-l-propanesulf 
onate . fy^-ett) ^Jn^. raTpH 6.0{i|@^b/c:^> 0.22/zin ©7^;U3^- 

^ u^:TSh) Tiii§L/co ^Wfl^. fmA % CHAPS^^t; 

50 mM ex h U JgiEM^^. pH 6. 0T"1^a6¥^fb S P -tr 7 r o - XHP:«7 
^i^(2. 6x10cm. 7T-'L'Vi/T:a:) (^M®II^T^5fe^ t/c^. g|^4ml 
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1 3 

i/3^^-i/3ybfCo W096/26217^i^mo:^^£{w^^!^/^^7 7^iy^>©OC I F 

m^^m^u oc I FM^^mco ccdoc i fm^<^o.i % cHAPs^^trso 

inMt"X h V:^-^mmmm. pH 6.0T10^#-«^ L/c^. BOmM h U X- 
mmmm. pH 6.0-eWfl:L/-^BK^fb-t>'UD7T^>:^5A(2.6xlOcni. ^fb 
^yriUtt) iZ-^MbtZo ZOtiyls^. 0.1 ?6 CHAPS^^trSO mM b"Xh'JX- 

ig^^M^ pH 6.o-e^5fe^Lfcm. g?E^4ini/ 100 ^raimciiijgTjjq. 5 M 

gl5^^il7t:^#TT'SDS-PAGE{C;&^{:f, OC I FS^^WU -e0^^1:75>'*^6O k 
Da^^-r^®^mJ6. M^l tb/co X. OCI F?&'^^Wb> ^il7C^#T-e 
SDS-PAGE 120kDa O^i^S^^-T^li^mibT. ®^2t L/fco 1 ^ 

0'2^-en'etio.i % CHAPS^^tr5o mm h ux-iMi?^®^. pHlo-cio^c 
^s^t/wo ^w^x^xn'htifz'mm^^^n^n. ^feo.i ^^chaps ^^tr5o idm 

Y ^] 7.-mkmmWL. pH 7,0T'1^a6W<kU/iU7-XS:«7 5A (0.64x3cm> 
7T;U-ei/T^) {Z^'^h. 0.01?^ polysorbate 80 ^-^trlO inM yWti-V U 
't^A^*^^. pH 7.0-egfe^byi^. ggiilml/ iS-. 15^F^T'NaCmS*>*0. 6 U\Z 

®^2^-en-en^?^-r'5ci:c<koT#bn/-c#7 7^i/3>ooc i Fmn 
^m^mmmmb. oci F?^tt^wrs75^^>3>^ma6T. ®^i;!/^^ 

^yv-MOC I F. S^27&^b't^^:$^>rv-MOC I F^m^o 

•7'!7xcDjfci^:Rc^v^>r7''J K'-^ofPig 

iiJfe^?»jiEmo:^i£"eMM^ti/c^y v-Moc i FRat^^^^-^-moc 
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1 4 

ti€n25// g/^ll#t;m'^^(::^ I^^MO 7 o ^ > h ^F^^T a > h ^^Jio b 
^^n<tbfzh(D^^ iEBalb/cv^;^ 1 E$,/c^)200 /zl -To, 1 iir^^R|T 
P3X63-AG8. 653 (ATCC CRL - 1 5 8 0 ) ir^l^^cD:^^ (Koehler.G. and 
Milstein, C. , Nature, 256. 495 (1975)) \z^{/^^^mmm^btzo ill^i^7^> 

X'lQBmmmbfZo $xn-vm7!?^^Mb. ^N^:/'J K-'77!>^aji^b/cm> HA 
C^MM 3 ) 

K7X-XEL I SAC<kO. tyv-MOC I FS-O'^^^-y-Tv-MO C I F 

^mb<mmt^Mmm^VLi^RtJ^t^'e^>('7-moc i FcD^^#^6<j(iei^ 

o^t^^y>rv-Moc I F^^n-etis /ig/muc/j: s J; -9(^0.1 M^ll7Jc^-^^ 
(pH9.6){c^i^u ^n-enofJLE^?^^50;ui -ro96'>x;u^Ay 
7*1/- h (Nuncth) ®#'!7x;Kcj[iD^. 4 'CT— Bfe^gu-en-enoifiiiif pffi 

fbU/co aLJV^(DiR.m^^i^^mx. O.l 9(J polysorbate 20 ^^t/'J 
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1 5 

mW^M^^7K (PBS-P)T'^5fe^U> #'^x;KC40m1 ©4^fl&ffifii^ (/n^:?d- 
y--lf'^^fiLV't7XlgG (KPL^t) ^#'i7i;l/C50//l JDX.. ^zST 2 l^f^StD^ 

•\ttzo yu-h^PBs-p -egfe^uy-c^. #'t7i;i/(c50Ai ommMMmmam, 

ScyTektfc) ^Jn^T^fe^-fr/i^. -S^l^^^l^ (stopping reagent, ScyTem) 
h 'J -y- (-TAy ij -y- NJ2000 . B^-f y Ftt) ^ffll^ 

MOC I F€-l[^-tt-r. ;^*y>rv-MOC I FCD^<&#MB<J{CMi|-r^fiLi*:^ 

CcDckotwLT^-y v-MOC I FJ^O'-tx^^'f-^-MOC I F^^b<e^ 
f -501-19 !n:i*:fe-SV>(iOI-46L(4:^]^^f -S^^-r::^'; K-vOI-19 ^a^0I-4<£:# 
/Co ^/c.tv^3^>r-7-M0C I F CD ❖^^^fi^JHemt- 601-26 fjiW^m^t^ 

0I-4{C{igf£#^ PERM BP-6419 > 01-19 PERM BP-6420 ^ 

01-26 PERM BP-6421 t^^tl^etlH^^tlXl^^^o 

mmm a) 
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1 6 

CUM^ 5 ) 

Betrand Friguet .<^cd:^^( Journal of Immunological Methods. 77, 305-319. 

1986) \zm^. ^n-i-)],^womi^%w.^m'^Lf^o BP*,. mmm\'^n 

i^fitzmW^W^. 5ng/mUC40%7'a.>^x-x (SQlfLS^) . f)A % polys 
orbate 20 ^#tr0.2M Tris-HCl pH7. 4( 1 ^^<'y 7 t -) Tl&S^U CtKC^Ji 
1 ia^©1t|g^y v-M$>'S</^{i't^^:5^^v-MOitlK^M^g^;tOC I F(r 
OCIF) ^ 6.25ng/ml-10/zg /ml (I/X-S J: -5 m^^-y 7 r -Tf&f^ b/ct)®^ 
4'CT15i^^#S-r-5C i:(lJ;0OC I Ft^y i7 a-i-j\,in,W^ 

McDrOCIF (10/zg/mU 100 ;Cil/t^x;l/) ^Sfflfbb/iV U y K7 x-X E 

C^WJ 6 ) 

^o-f-;l/eLij:g>^5xRa'1J-7'^7XO^^ 
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1 7 

y ^{c^t^$nT^^-s:/^ h^-Jiizm^^mmitzo mmm^Ru^evnihtifc 



















01-4 


IgG, (/c) 




9.9X10-'^ 


01-19 


IgG. (/c) 


7.0X10-"' 


1.2X10-" 


01-26 


IgGi (/c) 




1.5X10-"' 



Z.tl'bO^m^O. 6Li*:0I-4:^O*0I-19 (i^y v-MSCK'tv^^/'Tv-MOC 

I F^iummimm-r^mwvh^. 6Li*^oi-26 itt^^^-f-^-moc i f© 

PC I F0EL I SAtr j:6M^ 

±.Wimz^^'^ihnfzzm<D^m\-^. 01-26 islv- oi-ig^-en^nsffifit 

S<:>'t^^:/>rv-i50C I F^^b<fi!l^t- <5E L I SACti 0I-19fn:i*:^ m 
fJtilctbT. $>;5^^{i;}-^^y^v-M0C I F^#^fi*J(Cffl!l^-r^EL I SA{r 
{iOI-26 IJLi*^mSLi*^^l/T. ^n-er'tllO/zg/mHCT^jr^ J:90.1M ^i^zK^i- 
hU't^A^^^ (pH9.6)C^MU 100 /il ■ro96'!7x;U^Ay3^l/- h (Nunctt 

) o#'!7x;KcJnx.. 4*'C"C— Bj6#SL/@|g<t:l//-wo #^x;i/©^?^^itT. 50 

9^^g07'D^y :7x-X (SEPfL^y:) 300 u\ ^tlD;t. ^2gT' 2 l^^^f 
oy + >rLfCo 7*D.y^>^^, ^ u - h ^0. 1 % polysofbate 20 ^#t;>J. 
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1 8 

>iiiM«^3i^ig7ic(PBS-p) vmr^btzo v-Moc I F^ats^y>(^ 

-mOC I F^'en€n40,%:/n^y iVW^m^) SO'O.l % polysor 

bate 20 ^'ttr0.2M Tris-HCl (pH 7.4) >y 7 t -) U 

X'2WmKm:^ittZo 2Nf^^. :/lx-h^PBS-P-eifc^U 2^%ya>yi; 
x-x (WRl?Llltt) % polysorbate 20 €-^t;0. IM Tris-HCl (pH7.4 

)( 2 7 7 7 -) T^fl t P 0 D^mOI-4fiLi4:^^y v-M&0'5i-^€- ^ 
-MOC I F^I^L<^>^1- St«:i*:i:tT#^x;UC100 x^l fiD;i> mUV2m 

mKm^'^tzo zru-h^PBs-Fx-m^btz'^. mui omm 

mW^miTm, ScyTek^) ^JtaX-THfe^-fr/c^. SlSfftih^^ (stop ping reagent. 
ScyTek tt) ^100 ul t^^^^ ^^l^^tia^xmM^Jic^^W^btzo ^^yj^JKD 
450nin iZipSi-f^m^m^^^ ^ ^^l^- \^ - ^-^^^^xm^btzo ^-HktfC 

-19 ^mLfzwom^^^im\z. xt^^^^cr-moc i FcD^^^^e^ic 
i!^-r^fiL{*:oi-26 ^m^^fz^<D^^^M2iz^ -eti-en^fo c©^^. mi 

-5trt:i4:> 01-19 ^mmtjLi^tb. mi^-(:foociF^mb<mmt6tjLW. oi 

-4^POD^il!n:f*:tb/wl^0if>Hy yf-EL I S A©fl!l^SSlii^25 pg/ml 

2 0{c:^L/cj:9c, ;j-.^y>r v-so c I F<D^^m^mm^-r^mwQi-2 

mi-A^FODmrntjCi^tbtz^yl^'^f yf-EL I SA©M^S]^li50 pg/ml-e 
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mmm s ) 

c I Fmm^. mmmimmooc i foel i sa^ (^ry-^-MociF+j^^ 

y>r^-MOCIF) ^-ll5®:aLTM^U/Co BP*). OC I F^lt 

|?'7't7XlgG(:^7^;Hfc) ^20/£g/inl{::nj:^ cJ;-5finx./i m^-^-y 7 T- (40% 

^x-x:SiO'0. 1 % polysorbate 20 M Tris-HCl. pH 7.4) ^50/z 

1 1M^. ^j^^.^'el^A<>y7T.-T'4^g^S^b/■c#t hJfil?f^50/zl m^ST- 
2^r^#gL/co 0.1 % polysorbate 20 ^^trU >i?iMM®^S^lg7K (PBS- 
P)T'6lHiafc^m> m^^-fOOC I F^^L/<lli^-r^tn:i*^0I-4©POD^i^f* 
^ftl2v'!7XlgG ^10;Cig /ml {cn^^i:•5{rjf|DX./•c2»:/^'y 7t- (259<jyD>y 
^x-XSO'0.1 % polysorbate 20 ^^iJOA M Tris-HCl, pH 7.4) "fSOOOfg? 
{Cf^ig^U/c^j^^lOO ;ul ■ro#'t7x;t/Clni;iT. ^&X'2V^m$^W:bfio PB 
S-PT6ll^5fe^^. ^^SW^^S (TMB. ScyTek tt) ^100 /zl ■ro#'t;x;U 
Cfinx.. ^MT'20^KSC&$-&/-c^. Si:E^fff±?l^ (stopping reagent. ScyTek 
^) <£-100 /zl ■ro#'t^x;KC»UT. K\t>^W±btzo ^'^7x;i/CD450niD O 

trm^<7 7T-Col>T^>ll^(C^fpU ^liairi^^fwOC I F©^»M^ 

#&mf.^Jti:>'#SA©. jfii^tf'OOCIF (^y^-MOCIF+'tv^riJ^'T'e 
-MOCIF) ^SO^^^m^^SHC^-To HS-S^ir^-r^^O^TEf^^ 
li. Student's non-paired t ^^CTtfo/co CCD^m. #ffi^SEE#t^i^ 
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At(DWHz{t. itmoc I F (^y^-MociF+jj^^^'Tv-MociF) mmz^ 

ociF) m^tm^\^^) ^) ymm<Dm%^mAmiz. w.^7't^i/t'^)i;j ^) 
ymmt(Dm^>^^5mi:i. -en-en^fo --r. t-u ^^y; >^E42 pmoi/ 

;tfinol Cr UTf--> l/^mol ^t)CDfU i^y U >pmol4) . -rrf^^t/fU 
y >^J^6.2pinol//iinol Cr{i. ^n-etlB^AOiE^lfiOilSliS'efe^o 

h-'j i?y 'J x:j-+'>h*'; i^y y >^Jt7{)-<i^iii^^l- E#©jfli?»oc i 

-So OC I F^lgtC©-o©v-:^-i:CDffiM7!?^^.i6^tl/^C t{rj;0> Jfil^ 
«f OC I F2iS!(itft»'7-:«7-tbT#ffi-e*>^c:i:7&<HJ^*^tni:o/Co 
CHIi^J 9 :i 

s^^0^i^b/co cti'c>©Mfiii^^4'©oc I FiiK^> %mmz\zmLbfzQc\ 

fcdel isa^ (^y'7-MOCIF^->t^^y-rv-M0CIF) ^-Spar^UTM^ 
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Kruskal-Wallis Test:teJ;0' Mann-Whitney Test^^fflU/co COM^. gilis 

?^^0oc iF^]g(i. mm^MG) m\zitbRAm^oijf)<^Mjmm^7r:b 
fz (p=o,oo23) o tfz^ ^mmkB^^ommwL^oQo i Ym^ow^mt 4.7 

9 ng/ml V$>^tz~:f3. mmm^OOC I F^j^K 4.0 ng/ml J[j^TOM^^ 

7!>'«<£ll*^U/c-§|J©RAS#CDMIiilC:feV>T. OC I FO^JifrJ: OiS^tMBS 
©J^^i:SM'^WI$^J$nT^^nj:l^■5rtg^7:)^'^|^$n/•Co ^/c. OCIF-ELISA;!>-?m 

mmm i o ) 

mmm^(DOC I F^]ti:Kli^iKi^CD^i^fi:©fflll^^f^•r^fca6. retrospe 
ctive cohort study^lf^MliJ'; t^vf-CRA) m# 2^(30^, ^5il/fco 

(^M 1 > en. 1^) 

1982^ (50^-1^) . 0mmM^B%o 1983^. ^^-t:-^^^gfj-> American 
College of Rheumatology ORAO^m^m^mtzbRAtnm^tifzo 

^±bfzo 1990^. RA^WmU ^'7f-m<D^^^WmLtZo 1992^3^ 

18 B. ^mmmmmL. wmiz^i)mwm^tmbfzo z(DW(Dm^m^<Do 
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C I F^iS(i23.6 ng/mlT**?. WiW^^-bfz (HJfefi 9 T'^U/i43^©RA.f.# 

omm^^(^oc I Fmmo'^^m^m eng/mOo c©i^oM©cRP«i 5.4 

97^*T'3mg/dlB^^^^MbTV^fCo IB^X-p{±1983^;&^«^1997^^T'5i^^nTl^ 

1987^ (49:r) > ^MIi5«^i:Eo 1993¥8H17H. J^^T?D^^^ft> Ame 
rican College of Rheumatology OR AO^m^^^Mfz LR A tBllSi^tifzo 

m^'OOC IVrnmit 3.0ng/inl t^fiS^^U ^/cjfe^OCRPli 13.7 mg/d 

S-^{Cj;f)CRP{*^>«?{r<g;TU. 1994^3^18B(Ctt 4. Img/dl . |^^6^27 
0C(i 1.1 mg/dHr^TiSTl/Z-Co U3(;>L/lg?X-p{i> Larsen^li (Laresen A. 
etal.. Acta Radiol. Diag. 18. 481-491, 1977){C<fc 5 i:> 1993^ 9 ^ 1 B 
grade III . 1994¥ 3 ^ 180 {rfi grade IV . |^^6^27HC(± grade Vi:. M 

mmm in 

® 01-19 tiCi^^^mmmi Ol^mvmmitU ^a6Block Ace -e7*o.y^yrt 
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(2) mmm7<Di5mvpoDumitbtz oi-Atjii^: louKmo^m^) , 

(S) it^K^M^^X-MOC I F (^yv-M) Um^a: 0.5ng/inl 400/zl 
€) ^i*:©l^f^^(O.OU Tween 20 tM BlockAce^-ttrO. 2M Tris-HCl mm^. 
pH 7.4): 10ml 

UmUi^O^^miO.OlX Tween 20 t25% BlockAce^-ttrO. IM Tris-HCl m 
m^^. pH 7.4): lOml 
(E) 96 't7i;uyu- h&cf^0tzi6(Dm^m(iOA% Tween 20 'S-^ti'PBSC-)): 1 U 

(TMB stop reagent) : #10ml 
y^v-MOC I FaU^^^y h2(80^i^) 
® 01-26 mW^mmmi 0l5mvmi^<tb. 1^a6Block Ace TZTay^yrb 

(2) mmmi o'omm.itLfz m-A io/zi(iooo^^i!g) 

<B) itfK^M<?^mx.M0CIF (y-Yv-M) #^ffep°D: 0.5ng/ml 400;Cil 
® ^(*:©l§-iB?^S(0.01% Tween 20 tm^ BlockAce^^trO. 2M Tris-HCl m.mWL. 
pH 7.4): lOml 

(E) ^ife!n:i*:©^f^ilS(0.oa Tween 20 b2% BlockAce^^trO. IM Tris-HCl Wl 

mWL. pH 7.4): lOml 
© 96'i;x;U:/U- hgfe^cD/cfecD^^^CO. IJK Tween 20^#trPBS(-)): 1 U y 

(2) ^ifeft:i^m?sifi^ijw^-r'5/ca60SK^^^ (ccTiiTMB mm ^xqK^^ 

WitWL (TMB stop reagent) : #10inl 
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Stfc^. 300x^1 Vzru-hO^^^^)^^ 5-6 H^jfe^'T'So CCD^fe 

SKi^^(2)^#t7x;Kl 100 At 1 -^oJlDx.^ ^^g(iT20~30^Sfgf 6o #'^x 

450niii (c4o^j•'S®7fcJg^v^^^a:/^-^l;-y-;^•ffl^^T«!I^-r6o t h^fs 
^M*Slx.MOC I FSI^a°o(E)€-Sltf§-S?L//c*>©^fin;i/-c^'t7x;KD450nm <D 
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w^mmizw^sebfcBH : (1997) ^io^ibb 

^i£^^©^i£(Col^Tff l//c^ie#-^ : PERM BP-6419 

^tem^tC^ltU/cB^t :W9^ (1997) ^10^16B 
^l£^5l®^le{C'^l^Tf^l//c$it#^ : PERM BP-6420 

ft Hlf : B:^@^l^mo<{irtrmiTi 1#3^ 
^mmmK^MibfzBH :¥^9^ (1997) ^10^16B 
^i£lig|©^i£{wOlNTftb/-c^ie#-t : PERM BP-6421 
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It ^ © |& ffl 

8. oc I FcDnnt-sib'h-T'^iii^u ^mt(Dmm^m< 2xio-'m JisiT 
^^^^wr^^yv-Moc I Fsa'y-r-e-Moc i F^^b<^a"r^ 

^o--^;l/eLi*:i:. 0 C I FCD^nc-^x f h-^^M^L. mmtomM 
^^(D 2xio-"'M J[s^T®ii^fD^^W-r'5y-fv-M®0C I FOi^^M^^ 

izmm-r^'ej^n—i-jivii^t^mmz'^tj^oc i fm^^^^ ho 




O C I F-aa (n g/m I ) 
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USUI 



P = 0.001 



2.0. 




(n = 41) (n = 55) 

673 ±8.4 673 ±7.0 
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3i 



I 

e 



o 



2- 



P = 0.04 




(pmol/p,inol Cr) 



<42 

(n = 41) 
70.0 ± 5.6 




>42 

(n = 31) 
70.4 + 9.1 
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511 



e 

o 




P = 0.02 



(pmol/pjmol Cr) 



<6-2 

(n = 28) 
70,0 ±5.1 



>6.2 

(n = 39) 
69.8 + 9.4 
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